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Intervention
If the total BPRS score did not improve > 20% and scores on each item of the Abnormal Involuntary Movement Scale were < 3 during a 4 to 7 day placebo lead in period, patients were allocated to 1 of 7 treatment groups each lasting 8 weeks: placebo (n = 73); sertindole, 12 mg/day (n = 76); 20 mg/day (n = 68); 24 mg/day (n = 72); haloperidol, 4 mg/day (n = 71); 8 mg/day (n = 67); or 16 mg/day (n = 70).
Main outcome measures
Changes in scores on psychiatric rating scales (Positive and Negative Syndrome Scale [PNSS], 18 item BPRS, Scale for the Assessment of Negative Symptoms [SANS] , and Clinical Global Impression Scale [CGIS] ). Extrapyramidal symptoms were assessed by changes in scores on movement rating scales, presence of adverse events, and need for medications.
Main results
All doses of sertindole were more effective than placebo for total scores on the PNSS, the BPRS, and the CGIS. Haloperidol was also more effective than placebo with the exception of 4 mg/day of haloperidol on the CGIS. Scores on the positive subscale of the PNSS were reduced compared with placebo for sertindole, 20 mg/day ({95% CI for the 4.8 mean decrease in score 2.1 to 7.5}*, p < 0.001) and 24 mg/day ({CI for the 3.2 mean decrease in score 0.7 to 5.7}*, p<0.03) and for all 3 doses of haloperidol (p<0.04). For negative symptoms only, 20 mg of sertindole was superior to placebo on the SANS. The sertindole and haloperidol groups did not differ. Changes in extrapyramidal symptoms scores did not differ for patients who received sertindole compared with placebo. All doses of haloperidol produced more motor side effects than placebo or sertindole. Adverse events and number of patients requiring medication for extrapyramidal symptoms were more common in the haloperidol groups.
Conclusions
Sertindole and haloperidol were more effective than placebo in treating positive symptoms of schizophrenia. Sertindole was associated with fewer extrapyramidal side effects than haloperidol. 
Commentary
This large multicentre study by Zimbroff et al is of sound methodology and shows that sertindole is as effective as haloperidol but with fewer extrapyramidal side effects. However, some caveats exist regarding the practical clinical application of this work.
Firstly, known treatment resistant patients were specifically excluded from the protocol. New antipsychotics are often tried with patients who have failed to respond to other agents. Although this may be a valid tactic, this study does not support efficacy in such patients.
Secondly, much is made of the effect on negative symptoms. 20 mg of sertindole, led to statistically significant improvement of negative symptoms relative to placebo at several time points, whereas the effect of haloperidol on negative symptoms was statistically significant at only the 5 week time point. The bottom line is, however, that no statistically significant difference was found between the effects of haloperidol and sertindole on negative schizophrenic symptoms and any conclusion that sertindole is better for negative symptoms is not supported by this study.
Thirdly, the effects of sertindole on the electrocardiogram (ECG) are minimised in this study but they are of serious practical consequence. ECG monitoring to measure QT interval is recommended in the prescribing information for sertindole and most psychiatrists would find this to be a burdensome requirement.
Other new antipsychotic agents (eg, risperidone and olanzapine) are available which are as effective as standard drugs but show fewer extrapyramidal side effects. 1 2 Most psychiatrists would choose to use 1 of these other agents rather than be troubled by the need for ECG monitoring when no sound evidence exists to support the superior clinical efficacy of sertindole.
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